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TELEPHONE: TELEPHONE:  (714) 246- Y40
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Pages being sent including this cover page: 7
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If you do not receive entire document, please call:

CONFIDENTIALITY NOTICE: The informsation coatasined in this facsimile messsge bs llogd or confidential
information iatanded oaly for the use of the individual or satity samed above. If the reader of this message is aot
the intended reciplent, or the employee or agent respoasible to deliver it to the intended reciplent, you are henb'y
notified that sny dissamination, :htribcﬂol or copying of this commaunication is aeither allowed or inteaded. 1|
you have received this communication In error, please aotify the sender at the above telepbone pumber
immediately and destroy this originsl message.

TAPFROPRIATE EXPORT LICENSE SYMBOL:

N/A Information that is publicly available and/or items such as credit cards, aisline tickets, etc.
NLR Proprietary Information/Company Confidential :

DOC License

(For BOTOX® manufacturing and development information, contact Corporate Import/Export Compliance

Dept., X 2277/4628)
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ALLERGAN —
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S ——
725 Dupont Drive, P.O. Box 19534, Irvine, Califomia, USA 82623-8534 Telephone: (714) 246-4500 Website: www.aliergan.com -
N September 28, 2000 - R yoars
. GrOWTH & INNOVATION
Jonathan Wilkin, MD
Director,

Division of Dermatologic and Dental Drug Products
HFD-540/Room N115

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., Building 2

Rockville, MD 20850

REF: TAZORAC® (tazarotene) Cream 0.05%, 0.1%
NDA 21-184

Submission of DRAFT Clinical Trial Outline(CTO) for Pregnancy Data Capture
Dear Doctor Wilkin:
Allergan is amending the above-referenced NDA with the submission of the DRAFT CTO as
previously submitted by electronic mail to the Project Manager and Medical Reviewer. This is

being submitted at the request of the Project Manager, Kalyani Bhatt.

At this stage of development, this submission is only in DRAFT stage. The clinical study
protocol will be finalized following receipt of comments from your Division.

Should you have any questions or require any further information, please call me at
714.246.4292 or Thomas Walton at 714.246.4470, Pacific Time.

Sincerely,
Trudy A. Rumb% 7 4
Director,

Global Regulatory Affairs, Retinoids

TRAwWW
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DEPARTMENT OF HEALTH AND HUMAN SERVICES ’g’%g,'},‘bon e e 20° 2000 0338
FOOD AND DRUG ADMINISTRATION talernont on last page.
APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR FOR FDA USE ONLY
AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations 314 & 601)
APPLICANT INFORMATION
NAME OF APPLICANT DATE OF SUBMISSION
ALLERGAN 9/28/2000
TELEPHONE NO. (Include Area Code) FACSIMILE (FAX) Number (Include Area Code)
800-347-4500 ’
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code AUTHORIZED U.S. AGENT NAME & ADDRESS (Number, Street,
or Mail Code, and U.S. License number if previously issued): City, State. ZIP Code, telephone & FAX number) I{F APPLICABLE
2525 Dupont Drive
P.O. Box 19534
irvine, CA 92623-9534
PRODUCT DESCRIPTION —
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (1 previously issued) NDA 21-184
ESTABLISHED NAME (e.9., Proper name, USP/USAN name) PROPRIETARY NAME (trade name) IF ANY
Tazarotene (USAN) Tazorac®
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any) CODE NAME (i any)
Ethyi 6-[(4,4-dimethylthiochroman-8-yl)ethynyljnicotinate AGN 190168
DOSAGE FORM: STRENGTHS: 0.05% ROUTE OF ADMINISTRATION:
Topical Cream 0.1% Topical
(PROPOSED) INDICATION(S) FOR USE:
Once daily treatment of plaque psoriasis.
APPLICATION INFORMATION
APPLICATION TYPE
(check one) 3 NEW DRUG APPLICATION (21 CFR 314.50) 3 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)
O BIOLOGICS LICENSE APPLICATION (21 CFR part 601)
IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 01505 (b) (1) [3505(b)(2) (3507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION
Name of Drug Holder of Approved Application
TYPE OF SUBMISSION
(check one) [ ORIGINAL APPLICATION W AMENDMENT TO A PENDING APPLICATION [ RESUBMISSION

O PRESUBMISSION O ANNUAL REPORT {J ESTABLISHMENT DESCRIPTION SUPPLEMENT O SUPAC SUPPLEMENT
3 EFFICACY SUPPLEMENT O LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [0 OTHER

REASON FOR SUBMISSION Submit DRAFT Clinical Trial Outline--Pregnancy Data Capture

PROPOSED MARKETING STATUS (check one) [] PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED EHIS APPLICATION IS J PAPER [ PAPER AND ELECTRONIC [ ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of alf manutacturing, packaging and control sites for drug substance and drug product (continuation sheets may be used if necessary).
Include name, address, contact, telephone number, registration number (CFN), DMF number, and manutachuring steps and/or type of testing (e.g., Final dosage
form, Stability testing) conducted at the site. Please indicate whether the site is ready for inspection o7, it not, when it will be ready.

[ Cross feferences {list related License Applications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMF's referenced in the current

application)

FORM FDA 356h (4/97)
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r’hiea application contains the following items: (Check all that apply)

1. Index

2. Labeling (checkone) L] Draft Labeling LJ Final Printed Labeling

3. Summary (21 CFR 314.50 (c))

4. Chemistry saction

A. Chemistry, manufacturing, and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)

B. Samples (21 CFR 314.50 (¢) (1), 21 CFR 601.2 (a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314.50 (e) (2) (i), 21 CFR 601.2)

. Nonclinical pharmacology and toxicology section {e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

- Human pharmacokinetics and bioavailability section (e.g. 21 CFR 314.50 (d) (3), 21 CFR €01.2)

- Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))

. Clinical data section (e.g. 21 CFR 314.50 (d) (5), 21 CFR 601.2)

@)@ N|Joi o,

. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR 601.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (6), 21 CFR 601.2)

11. Case report tabulations (e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2)

12. Case report torms (e.g. 21 CFR 314,50 (f) (2), 21 CFR 601.2)

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c))

14. A patent cenification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or (§) (2) (A))

15. Establishment description (21 CFR Part 600, it applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy centification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X 119. OTHER (Specify) DRAFT Clinical Trial Outiine--Pregnancy Data Capture

CERTIFICATION

| agree to updae this application with new safety information about the product that may reasonably affect the stalement of contraindications, wamings,
precautions, or adverse reactions in the draft labeling. | agree to submit safety update reports as provided for by regulation or as requested by FDA. If this
application is approved, | agree 1o comply with all appiicable laws and regulations that apply 1o approved applications, including, but not limited to the
following:

1. Good manutacturing practice regulations in 21 CFR 210 and 211, 608, and/or 820.

2. Biological estab¥shment standards in 21 CFR Part 600.

3. Labeling regulations in 2% CFR 201, 606, 610, 660 and/or BO9. )

4. In the case of 3 prescription drug or biological product, prescription drug advertising regulations in 21 CFR 202,

S. Reguiations on making changes in applications in 21 CFR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.

6. Reguhbomonrepoﬂsnm CFR 314.80, 314 81, 600.80 and 600.81.

7. Local, state and Federal environmental impact laws.
1f this application applies 10 a drug product that FDA has proposed for scheduling under the Controlied Substances Act, | agree not to market the product
unt! the Drug Enforcement Administration makes a final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified (o be true and accurate.
Warning: a willfully false statement is a criminal oifense, U.S. Code, title 18, section 1001.

NATURE OF SPONSIBLE OFFICIAL OR AGENT] TYPED NAME AND TITLE _ DATE
Trudy A. Rumbaugh, MD, Director, q
Global Regulatory Affairs 2‘8 I oD

Hubert H. Humphrey Building, Room 531-H
200 independence Averws, S.W.
Vashington, DC 20201
toae DO NOT RETURN this lorm 10 this sudress.

ADDRESS (srraer City State, anﬂzzp Code) Telephone Number
2525 Dupont Drive, P.O. Box 19534, Irvine, CA 92623-9534 (714) 246-4292
Public reporting burden for this collection of ink i et o a0 thounpormpmu incluchng the tirne lor reviewing instructions, ssarching existing data sources,
gathering and maintaining the data needed. and ing and reviewing the coll ol ir 1. Send comments regarding this burden estimate or any other aspect of this collection of
information, inciuding suggesiions for reducing this burden to:

ONHS Repons Clearance Officer AN 808nCY May NOt CONCUCT OF SPONSOP, 3NA & PErsorn is NOA reguired 10 respond 1o, & collection
Paperwork Aeduction Project (0010-0338) of information uniess it displays » currently valiid OMB control aumber.

FORM FDA 356h (4/97)
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Allergan - Confidential
CLINICAL TRIAL OUTLINE

Study Number: 190168-043C

TITLE: A multi-center, open, non-randomized epidemiology study to evaluate the
- potential for adverse health effects in women, fetuses and live-born infants
following inadvertent exposure to tazarotenc cream 0.1% or 0.05% for psoriasis
during pregnancy, compared with a similar group of psoriatic women not exposed
to tazarotene and compared with background levels in the general population.

OBJECTIVE(S): To evaluate the potential for adverse health effects in women, fetuses and live-
born infants following inadvertent exposure to tazarotene cream 0.1% or 0.05%
for psoriasis during pregnancy compared with a similar group of psoriatic women
not exposed to tazarotene and compared with background levels in the general

population.
TEST PRODUCT(S): - = Tazarotene Cream 0.1%
. Tazarotene Cream 0.05%
CLINICAL " The potential for adverse health cffects in women, fetuses and live-bom infants
HYPQTHESIS(ES): following inadvertent exposure to tazarotene cream for psoriasis during pregnancy

is not different from that in women, fetuses and live-born infants not exposed to
tazarotene (based upon levels of pregnancy outcome in a similar cohort of psoriatic
women not exposed to tazarotene or in women in the general population).

DESIGN: Structure: Multi-center, open, non-randomized epidemiology study with
control group

# subjects: Enrollment of 100 female psoriatic patients inadvertently
exposed to tazarotene cream during pregnancy and 100 female
psoriatic patients not exposed to tazarotene during pregnancy
(enrollment limited to a period of 5 years from approval of the
drug for marketing by FDA).

Duration: From recognition of pregnancy until one month post-outcome of
pregnancy (in the event of both a live- or non-live birth).

Dosage/Dose
Regimen: No actual treatment with tazarotene cream during the study
(Note: treatment with tazarotene cream 0.1% or 0.05% must
stop immediately when pregnancy is determined, for the
duration of pregnancy and subsequent nursing [in the event of a
live birth and mother choosing to nurse}).
STUDY Inclusion Criteria
POPULATION: The following are requirements for entry into the study:

o Female psoriasis-treatment-center patient treated for psoriasis with
tazarotene cream 0.1% or 0.05% at some time between the last menstrual
. period and conception or female psoriasis-treatment-center patient who
becomes pregnant and was not exposed to tazarotene cream at any time
between the last menstrual period and conception.
e  Medical confirmation of pregnancy, e.g. a positive urine pregnancy test or
ultrasound (note: patient need not still be pregnant at time of enrollment into
the study). .
s Patient is willing to provide information pertinent to the progress and
outcome of her pregnancy, including information on the health status of her

9/7/00 CTO 190168-043C DRAFT 4 1
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KEY VARIABLES:

POWER
CALCULATION:

NO SITES:

COUNTRIES:
NO. PATIENTS:

VISITS/SCHEDULE:

Allergan - Confidential

child (up to one month) in the event of a live birth.
s  Written informed consent.

Data collection at enroliment

®  Product exposure information (eg product, dose, duration, dates of
administration for al] medical products used, including OTC medications)

¢ Maternal information (eg initials, patient number in study, age, obstetrical
history, medical history [including family medical history], current medical
conditions, contact information, health care provider and their contact
information, date of last menstrual period, estimated delivery date)

e Behavioral factors (eg smoking, alcohol use, illicit drug use).

e Environmental factors (eg maternal and parental occupation, residence)

Study Outcomes

e  Maternal adverse events, labor and delivery complications, major categories of
pregnancy outcomes including spontaneous abortion, elective termination, fetal
death/stillbirth and live born infants.

e Congential anomalies in each of the major categories of pregnancy outcomes,
autopsy results (if available) on late fetal deaths and stillbirths. Fetal
pathologic evaluations (if available) for elective terminations after a diagnosis
of a fetal anomaly.

Upon a live-birth delivery, minimum information will include date of birth,
length of pregnancy, birth weight and length, sex of the infant, major and
minor anomalies identified at birth, and whether a single or multiple birth
occurred. For multiple births, this information should be collected for each
infant along with the birth order. Instances of the more common neonatal
conditions such as hyperbilirubinemia, apnea and conditions related to
prematurity will also be collected.

The sample size of 100 patients per group was determined empirically.

10 to 12 psoriasis treatment centers
uUsa

100 psoriasis-treatment-center women inadvertently exposed to tazarotene cream
0.1% or 0.05% during pregnancy and 100 female psoriasis-treatment-center
patients not exposed to tazarotene cream during pregnancy (enroliment limited to
a period of 5 years from approval of the drug for marketing by FDA).

An initial telephone “interview” with the patient as soon as possible after it is
known that the patient is pregnant, with a further 4 telephone contacts (typically a
telephone contact with each patient in the study towards the end of the first
trimester, followed by another telephone contact towards the end of the second
trimester, a telephone contact a few weeks prior 1o expected parturition and a

9/7/00 CTO 190168-043C DRAFT 4 2
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END POINT:

LAB TESTS:

. PLANNED DATES:

Allergan - Confidential

final telephone contact one month following the outcome of pregnancy).
Other contacts with health care professionals may be made as appropriate.
One month following the outcome of pregnancy.

Confirmatory pregnancy tests will be conducted at the start of the study .

Start Date: Jan 2001
End Date: Sep 2005

Interim Reports: Yearly intervals based on Jan to Dec data.

IKVINE KEG AFF

Final Topline Date : Feb 2006
Final Report Date: July 2006

SCHEDULE OF VISITS AND MEASUREMENTS:

Enrollment Pregnancy Pregnancy
period outcome
(telephone {one month
contacts every post-
trimester) pregnancy
telephone
contact)
Informed Consent X
Qualification and maternal X
information
IConfirmation of X
ipregnancy (eg Urine
Pregnancy Test)
[Medical product exposure X X X
information
Behavioral information/ X X X
nvironmental factors
Maternal adverse events X X
Labor/delivery X
omplications
egnancy X
utcomes/congenital
anomalies
l:lother and child adverse X
vents

APPEARS THIS WAY
ON ORIGINAL

9/7/00 CTO 190168-043C DRAFT 4
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) ‘:; DEPARTMENT OF HEALTH & HUMAN SERVICES "Public Health Service
®
Ty "vm Food and Drug Administration

Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION
DATE: " September 26, 2000 ' Number of Pages 2
: _ . C ’ - (Including cover sheet)
. TO: Tom Walton ,
COMPANY: Allergan
FAX #: 1-714-246-4272

MESSAGE: Please see comments from the medical officer.

FROM: Kalyani Bhatt
TITLE: Project Manager
PHONE #: 301-827-2020
FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO
WHOM IT IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS
PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER
APPLICABLE LAW. Ifyou are not the addressee, or a person authorized to deliver the
document to the addressee, you are hereby notified that any review, disclosure,
dissemination, copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please immediately notify us by
telephone.



The following comments are as follows:

1. The Agency will be granting you a partial wéiver for pediatric psoriasis studies for the
age group from birth to 11 under 21 CFR 314.55 (c) (4).

2. The Agency further allows you to defer submission of information for the age group
- 12-17 under 21 CFR 314.55 (b) (2). Allergan should make a Phase 4 commitment to
provide safety information.

Please submit a statement of commitment to the following:

° To‘submit safety information, including the effects on epiphyses, for tazarotene
creams in the treatment of psoriasis in the age group 12-17 by September 30, 2001.

APPEARS THIS WAY
ON OBIGINAL
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration
Rockville MD 20857

Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION
DATE: August 24, 2000 Number of Pages 1(Including coversheet)
TO: Thomas W. Walton / Trudy A. Rumbaugh, M.D.
COMPANY: Allergan
FAX #: 1-714-246-4272

MESSAGE: NDA 21-184, Tazorac Cream, % 0.05% & 0.1%
Please see comments from the Chemistry Reviewer. Clarification
regarding the draft label. The preferred forms are:

TAZORAC (tazarotene) Cream 0.05%
TAZORAC (tazarotene) Cream 0.1%

FROM: Kalyani Bhatt

TITLE: Project Manager
PHONE #:  301-827-2020
FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.
If you are not the addressee, or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on
the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone.



e,

———
.

NUA £1-184

Tazorac

Facsimile Transmission of
Pharm/Tox Reviewer Comments
Page 2

cc:
Division File/NDA 21-184
HFD-540/Decamp
HFD-540Timmer
HFD-540/ Bhatt

APPEARS THIS WAY

AT ADININAL



eI, o ~ Division of Dermatologic and

K | Dental Drug Products
P § Center for Drug Evaluation and Research
L\ %, (: Food and Drug Administration

L. _ 5600 Fishers Lane, HFD-540
Rockville, MD 20857

g§‘

FACSIMILE TRANSMISSION RECORD

' DATE: 3-17-00 Pages (including cover) >
TO: ' 7)/)’) (WG // ﬁ /) R

'COMPANY: |
ADDRESS: ' =12

FAX PHONE#: 71;//'5?% A A S Our Fax # (301) 827-2075
' Voice # (301) 827-2020

MESSAGE:
b,
L hop %5( Sulbly  p Lo

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material should be viewed as unofficial correspondence. Please feel free to contact me
if you have any questions regarding the contents of this transmission.

7
FROM: m,!'?/ L
TITLE: -
TELEPHONE: ?0/ -8§27- 2020

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APRPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you are hereby notified that
— any review, disclosure, dissemination, copying, or other action based on the content of this
communication is not authorized. If you have received this document in error, please

immediately notify us by telephone and return it to us at the above address by mail. Thank
you.



Patient Numbers and Percentages for Overall Lesional Assessment Scores and “Clinical Success” at Baseline
(BL), End of Treatment (Week 12) and 12 Weeks After Stopping Therapy (Week 24)1 in Two Controlled Clinical
Trials for Psoriasis

Taz 0.05% Cream Taz 0.1% Cream Vehicle Cream
Study 1 Study 2 Study 1 Study 2 Study 1 Study 2
N =218 N =210 N = 221 N =211 N = 229 N =214
Score BL wk 12 | wk 24 BL wk 12 BL wk 12 | wk 24 BL wk 12 BL wk 12 | wk 24 BL wk 12
None (0) 0 1 1 0. 2 0 0 0 0 6 0 0 1 0 1
(0.5%) | (0.5%) (1%) (3%) {0.4%) (0.5%)
Minimal (1) 0 11 12 0 7 0 12 14 0 1 0 7 6 o - 1
(5%) (6%) (3%) (5%) {6%) (5%) (3%) (3%) (0.5%)
Mild (2) 0 79 60 0 76 0 75 53 0 90 0 49 43 0 54
(36%) | (28%) (36%) (34%) | (24%) (43%) (21%) { (19%) (25%)
Moderate (3) 141 86 90 100 74 122 97 107 96 62 139 119 114 97 99
(65%) | (39%) | (41%) | (48%) [ (35%) | (55%) | (44%) | (48%) | (45%) | (29%) | (61%) | (52%) | (50%) | (45%) | (46%)
Severe (4) 69 39 51 80 36 91 36 46 86 29 81 51 61 93 47
(32%) | (18% (23%) | (38%) | (17%) | (41%) | (16%) | (21%) | (41%) | (14%) | (35%) | (22%) | (27%) | (44% (22%)
Very severe 8 2 4 30 15 8 1 1 29 13 9 3 4 24 12
(5) (4%) | (0.9%) | (2%) | (14%) | (7%) (4%) | (0.5%) | (0.5%) | (14%) | (6%) (4%) (1%) (2%) | (11%) | (6%)
“Clinical 0 91 73 0 85 0 87 67 0 107 0 56 50 0 56
Success” (42%") | (33*%) 40%*) (39%*) | (30*%) (51%") (24%) (22%) (26%)

0 - no plaque elevation above normal skin level; may have residual non-erythematous discoloration; no psoriatic scale

1 - essentially flat with possible trace elevation; may have up to moderate erythema (red coloration); no psoriatic scale

2 - slight but definite elevation of plaque above normal skin level; may have up to moderate erythema (red coloration); fine scales with some lesions partially
covered

3 - moderate elevation with rounded or sloped edges to plaque; moderate erythema (red coloration); somewhat coarser scales with most lesions partially covered

4 - marked elevation with hard, sharp edges to plaque; severe erythema (very red coloration); coarse, thick scales with virtually all lesions covered and a rough
surface

5 - very marked elevation with very hard, sharp edges to plaque; very severe erythema (extreme red coloration); very coarse, thick scales with all lesions covered

and a very rough surface

Clinical Success defined as an overall lesional assessment score of none, minimal or mild.

1Study 1 had post-treatment period observations for 12 weeks after stopping therapy, which were not part of Study 2.

*Denotes statistically significant difference for “Clinical Success” compared with vehicle.
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Mean Decreases in Plaque Elevation, Scaling and Erythema in Two Controlled Clinical Trials for Psoriasis
= v
TAZORAC® 0.05% Cream TAZORAC® 0.1% Cream Vehicle Cream
Trunk/Armmv/ Knee/Elbow | All Treated Trunk/Am/ . Knee/Elbow All Treated Trunk/Amv/ Knee/Elbow All Treated
Lesion Leg lesions lesions Leg lesions lesions Leg lesions lesions
Study 1| Study 2 | Study 1 | Study 2| Study 1 | Study 2 | Study 1 | Study 2| Study 1 | Study 2| Study 1 | Study 2| Study 1 | Study 2 | Study 1 | Study 2 | Study 1 | Study 2
N=218 | N=210 | N=218 =210 | N=218 | N=210 | N=221 =211 =221 | N=211 | N=221 | N=211] N=229 | N=214 | N=229 | N=214 | N=229 | N=214
Plaque BL 229 (250 [2.40 [252 {228 |2.51 {234 [252 |2.35 249 (232 |2.51 [228 |2.51 |235 251 [229 |2.51
elevation | © 42 L.0.83* L0.98* [-0.91* }1.04* |0.75* L0.90* }1.08* |1.25* |0.96* }1.21* |0.83* |1.08* |0.59 }0.69 }0.57 l0.68 F0.48 }0.61
C-24 1-0.75* -0.73* .0.60* -0.87* +0.73* L0.63* +0.57 -0.49 -0.42
Scaling BL 226 (245 (247 (260 {232 (247 |2.37 245 [240 |257 |2.36 253 |2.34 [246 |245 [2.61 (231 [2.53
C-12 +0.75 {0.90 |0.78* |-0.98* 0.67* |-0.80 }0.84* 1.06" {0.76* }1.13* }0.73* 11.03* +0.66 [0.79 [0.62 }0.76 [0.46 }0.70
C-24 1-0.68 -0.62* -0.51* -0.79* +0.61* -0.59* L0.56 -0.45 +0.45
Erythema; BL |2.26 (2.51 |247 (240 |223 (248 (225 253 217 |242 (221 (251 |2.24 [247 (217 |234 (224 |247
C-12 t0.49 l0.65* |0.44 |066* }0.40 }l0.62 }0.49 l0.82* }0.57* [0.82* [0.42 }0.78* 0.42 |0.46 |0.38 r0.44 0.37 }0.47
C-24 |-0.52 -0.44 -0.41 -0.55 -0.62* -0.39 -0.43 -0.34 -0.33
Plaque elevation, scaling and erythema scored on a 0-4 scale with 0=none, 1=mild, 2=moderate, 3=severe and 4=very severe,
BL=Mean Baseline Severity:
C-12=Mean Change from Baseline at end of 12 weeks of therapy:
C-24=Mean Change from Baseline at week 24 (12 weeks after the end of therapy).
*Denotes statistically significant difference compared with vehicle.
APPEARS THIS WAY
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4EALLERGAN INC.
REGULATORY AFFAIRS

2525 Dupont Drive
Irvine, California 92612
FAX COVER SHEET
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If you do not receive entire document, piease call:

CONFIDENTIALITY NOTICE: The information contained is this facsimile message is privi or confldentis]

information intended ounly for the use of the individual or entity named sbove. If the reader of this message s not

the inteaded reciplest, or the employee or agent respoasible to deliver it to the intended reciplent, you are hereb

notified that any dissemination, bution or copying of this communication is neither allowed or intended. I
ou have received thls communication in error, please notify the sender at the above telephone number
mmedlately and destroy this eriginal message.

APPROPRIATE EXPORT LICENSE SYMBOL:
N/A  Information that is publicly available and/or items such as credit cards, airline tickets, etc.

NLR Proprietary Information/Company Confidential

~

(For BOTOX® manufacturing and development information, contact Corporate ImportvExport Compliance
Dept., X 2277/4628) ,




ALLERGAN '~
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2525 Dupont Drive, P.C. Box 19534, Irvine, California, USA 82623-0534 Telephone: (714) 246-4500 Website: www.allergan.com
July 25, 2000 , GrowmE hovanox

Jonathan Wilkin, MD

Director,

Division of Dermatologic and Dental Drug Products
HFD-540/Room N115

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., Building 2

Rockville, MD 20850

REF: TAZORAC® (tazarotene topical cream) 0.05%, 0.1%
NDA 21-184

Response to FDA Request for NPF Authorization Letter

Dear Doctor Wilkin:

Allergan is amending the above-referenced NDA with a response to a FDA request for
( information. Attached is a copy of a letter from the National Psoriasis Foundation that permits
Allergan to reference their organization in our labeling for Tazorac®. The original copy of this
letter was submitted to NDA 20-600 for Tazorac® 0.05%, 0.1% Gels on May 28, 1997.

Should you have any further questions or require additional information, please call me at
714.246.4292 or Thomas Walton at 714.246.4470, Pacific Time.

Sincerely, .
Trudy A. Rumbaugh, MD % -
Director, .

Global Regulatory Affairs, Retinoids

TRAww .
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. " +.NATIONAL
' PSORIASIS
FOUNDATION

- NPF
May 22,1997

Ms. Gail Duner
Director of Marketing
Allcrgan Skin Care

- 2525 Dupont Drive
Irvine, CA 92713

Dear Ms. Duner:
The National Psoriasis Foundation (NPF) agrees to allow Allergan Skin Care to
include information about the NPF as part of the patient package insert for the new

psoriasis drug Tazorac. We appreciatc this opportunity to acquaint people with our
educational services. '

Si ly,
p; &7 Wi
Associate Director ,
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DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service

WIAL
ot '"‘ "(

Food and Drug Administration
Rockville MD 20857

%“'Vao
Division of Dermatologic and Dental Drug Products
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION
DATE: July 24, 2000 - Number of Pages 1(Including coversheet)
TO: Thomas W. Walton / Trudy A. Rumbaugh, M.D.
COMPANY: Allergan
FAX #: 1-714-246-4272

MESSAGE: NDA 21-184, Tazorac Cream, % 0.05% & 0.1%
Please see comments from the Pharmacology-Toxicology Reviewer.

Clarification is requested for study TX99008. The ophthalmology
reports are identical for animals 302 and 351. Both have a set of
lesions that are unlikely to be exactly duplicated. Please recheck the
ophthalmology reports for all animals in the study.

- FROM: Kalyani Bhatt
TITLE: Project Manager
PHONE #: 301-827-2020
FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.
If you are not the addressee, or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on
the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone.
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Tazorac

Facsimile Transmission of
Pharm/Tox Reviewer Comments
Page 2

CC:

Division File/NDA 21-184

HFD-540/Jacobs
HFD-540/Nostrandt
HFD-540/ Bhatt

APPEARS THIS WAY

0N ORIGINAL
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fﬁ“m'(% - Division of Dermatologic and
$ Dental Drug Products
3 C Center for Drug Evaluation and Research
% Food and Drug Administration
%”‘mm , 5600 Fishers Lane, HFD-540

Rockville, MD 20857

FACSIMILE TRANSMISSION RECORD

' DATE: g-/5-00 Pages (including cover) i
TO: : Ton WG 40
COMPANY: ALLELEAN
ADDRESS: '

FAX PHONE#: =714~ 2YC - 7272~ OurFax# (301) 827-2075
Voice # (301) 827-2020

MESSAGE:
om,,

thre is #e proposcof Drafs Lobel

NOTE: We are providing the attached information via telephone facsimile for your convenience.
This material should be viewed as unofficial correspondence. Please feel free to contact me
if you have any questions regarding the contents of thls transmission.

FROM: - 7 \§
TITLE: i
TELEPHONE:

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND
PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW. If you are not the addressee,
or a person authorized to deliver the document to the addressee, you are hereby notified that
any review, disclosure, dissemination, copying, or other action based on the content of this
‘communication is not authorized. If you have received this document in error, please

immediately notify us by telephone and return it to us at the above address by mail. Thank
you.
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DEPARTI\'IENT OF HEALTH & HUMAN SERVICES Public Health Service

Food and Drug Administration

Rockville MD 20857

Division of Dermatologic and Dental Drug Preducts
Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION
DATE: April 2s, 2000 Number of Pages 2
(Including coversheet)
TO: Thomas W. Walton / Trudy A. Rumbaugh, M.D.
COMPANY: Allergan
FAX #: 1-714-246-4272

MESSAGE: BioPharm comments regarding the electronic submission of NDA. 21-184
1.) Please clarify the exposure time with Tazorac créme in the studies PK-
99-044, PK-99-060 & PK-099-085.
2.) Please submit information on how the cream was applied and how &
when it was removed from the patients.
3.) If you could submit this information within one week via fax and then
formally submit it to the Division File.

FROM: Kalyani Bhatt
TITLE: Project Manager
PHONE #: 301-827-2020
FAX #: 301-827-2075/2091

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS
ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAW.
If you are not the addressee, or a person authorized to deliver the document to the addressee, you
are hereby notified that any review, disclosure, dissemination, copying, or other action based on
the content of this communication is not authorized. If you have received this document in error,
please immediately notify us by telephone.



NDA 21-184
Tazorac
.  Facsimile Transmission of -
Bio Pharm Reviewer Comments
Page 2

cc:
Division File/NDA 21-184
Bashaw/HFD-540
Ghosh/HFD-540
Bhatt/HFD-540
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. MESSF’IGE CONFIRMATION

04,2500 11:24

BEST POSSIBLE COPY

NO. |MODE BOX | GROUP
984 | TX
DATE/ T IME TIME DISTANT STATION ID PAGES RESULT ERROR PAGES S.CODE
8425 11:24) 09°21"|714 246 4272 pa1-001 | OK 7% % %}
‘gnvm,
E'Q
i DEPARTMENT OF HEALTH & HUMAN SERVICES Public Health Service
%
"y, Food and Drug Administration
vz

 DATE:

TO:

COMPANY:

FAX #:

MESSAGE:

FROM:
TITLE:
PHONE #:

™A F .

Rockvills MD 20857

Division of Dermatologic and Dental Drug Products

Office of Drug Evaluation V
Center for Drug Evaluation and Research
Food and Drug Administration
9201 Corporate Boulevard, HFD-540
Rockville, MD 20850

FACSIMILE TRANSMISSION

March 13, 2000 Number of Pages 2
(Including coversheet)

Thomas W. Walton / Trudy A. Rurﬁbaugh, M.D.
Allergan
1-714-246-4272

BioPharm comments regarding the electronic submission of NDA. 21-184

1.) Please clarify the exposure time with Tazorac créme in the studies PK-
99-044, PK-99-060 & PK-099-085.

2.) Please submit information on how the cream was applied and how &
when it was removed from the patients.

3.) If you could submit this information within one week via fax and then
formally submit it to the Division File,

Kalyani Bhatt
Project Manager
301-827-2020
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Nppr 2= | |
cc: {Rum}gg,ugh, f%& E{:i DATE: .Ma,(is, 2000
Pages being sent including this cover pages 2|

Mests Doy M. Bhatt,

Adiached, please ud Allermans respomse
12 GioPhavm_Comments Lfor Nga 2i-194 _Aated
_Manen 1%, 2000 (rvdrscnpoutly oevised 1o April 26,263

: y / A 51 ST131)ce
aund EVAALYY) oottt Corvespo .

If fou do aot receive entire document, please call: .
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CONFIDENTIALITY NOTICE: Ths informatios coatained in this racnimie munpl privileged or confidential
informsdion intanded oaly for the use of the individusi or entity named above. If the reader of this message is not
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(For BOTOX® manufacturing and development information, contact Corporate ImporvExport Compliance '
Dept., X 2277/4628)
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( DEPARTMENT OF HEALTH AND HUMAN SERVICES ?”W 5:%02%0‘0338
FOOD AND DRUG ADMINISTRATION tateant t on last page.

APPLICATION TO MARKET A NEW DRUG, BIOLOGIC, OR | FOR FDA USE ONLY

AN ANTIBIOTIC DRUG FOR HUMAN USE APPLICATION NUMBER
(Title 21, Code of Federal Regulations 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT DATE OF SUBMISSION
ALLERGAN . §/5/2000 . s
TELEPHONE NO. (include Area Code) ‘ FACSIMILE (FAX) Number (Inciude Area Code)
800-347-4500 714.246.4272 '
APPLICANT ADDRESS (Number, Street, City, State, Country, ZIP Code | AUTHORIZED U.S. AGENT NAME & ADDRESS (Numbor. Strest,
or Mail Code, and U.S. License number if previously issued): City, State. ZIP Code, telephone & FAX number) IF APPLICABLE
2525 Dupont Drive :
P.O.Box 19534 .
Irvine, CA 92623-9534
PRODUCT DESCRIPTION ‘_.
NEW DRUG OR ANTIBIOTIC APPLICATION NUMBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (¥ previously lssued) NDA 21-184
ESTABLISHED NAME (e.g., Proper name, USPAUSAN name) PROPRIETARY NAME (trade name) IF ANY
Tazarotene (USAN) | Tazorac®
CHEMICAL/BIOCHEMICAL/BLOOD PRODUCT NAME (¥ any) CODE NAME (i any)
Ethyl 6-[(4,4-dimethyithiochroman-8-yl)ethynyfjnicotinate AGN 190168
DOSAGE FORM: STRENGTHS: 0.05% ROUTE OF ADMINISTRATION:
Topical Cream 0.1% Topical
(PROPOSED) INDICATION(S) FOR USE;
Once daily treatment of plaque psoriasis.
APPLICATION INFORMATION
APPLICATION TYPE _
(check one) [ NEW DRUG APPLICATION (21 CFR 314.50) [0 ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

[0 BIOLOGICS LICENSE APPLICATION (21 CFR part 801)

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE 0505 (b) (1) [I505(b)(2) [1507
IF AN ANDA, OR AADA, IDENTIFY THE REFERENCE LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

- Name of Drug Holder of Approved Application
TYPE OF SUBMISSION _
(check one) 1 ORIGINAL APPLICATION [3 AMENDMENT TOAPENDING APPLICATION  _[J RESUBMISSION

1 PRESUBMISSION O ANNUAL REPORT €1 ESTABLISHMENT DESCRIPTM SUPPLEMENT 3 SUPAC SUPPLEMENT
D) EFFICACY SUPPLEMENT O LABELING SUPPLEMENT [0 CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT [ OTHER

REASON FOR SUBMISSION Rgsponse to FDA Fax of 3/13/00 (Clinical)
PROPOSED MARKETING STATUS (check one) [J PRESCRIPTION PRODUCT (Rx) [J OVER THE COUNTER PRODUCT (OTC)
NUMBER OF VOLUMES SUBMITTED 1 THIS APPLICATION IS 81 PAPER [J PAPER AND ELECTRONIC [J ELECTRONIC
ESTABLISHMENT INFORMATION
Provide locations of all manufacturing, packaging and control sites for drug substance and drug product {continuation shests may be used i

necessary).
Include name, address, contact, telephone number, registration number (CFN), DMF number, and manufacturing steps anc/or type of testing (e.g., Final dosage
form, Stabitity testing) conducted at the site. Please indicate whether the site is ready for inspection or, ¥ not, when it will be ready.

P
/
\
"Cross Hieferences (st related License Apphications, INDs, NDAs, PMAs, 510(k)s, IDEs, BMFs, and DMFs referenced In the current
application) :

FORM FDA 356h (4/97)
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This application contains the following items: {Check alt that apply)
1. Index ‘ o

2. Labeling (check one) ~ [J Draft Labeling [ Final Printed Labeling
3. Summary {21 CFR 314.50 (¢))
4, Chemistry section

A. Chemistry, mnufgctprt_ng. and controls information (e.g. 21 CFR 314.50 (d) (1), 21 CFR 601.2)
B. Samples (21 CFR 314.50 (e) (1), 21 CFR 601.2 (a)) {Submit only upon FDA's request) =
C. Methods validation padc_aqe (e.0. 21 CFR 314.50 (o) (2) (i), 21 CFR 801.2)

. Nonclinical pharmacology and toxicology section (e.g. 21 CFR 314.50 (d) (2), 21 CFR 601.2)

. Hurman pharmacokinetics and bicavallabllity section (e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

. Clinical Microbiology (e.g. 21 CFR 314.50 (d) (4))

. Clinical data section (e.g. 21 CFR 314,50 (d) (5), 21 CFR 601.2)

. Safety update report (e.g. 21 CFR 314.50 (d) (5) (vi) (b), 21 CFR €01.2)

10. Statistical section (e.g. 21 CFR 314.50 (d) (8), 21 CFR 601.2)

11. Case report tabulations {e.g. 21 CFR 314.50 (f) (1), 21 CFR 601.2) -

12. Case report forms (e.g. 21 CFR 314.50 (f) (2), 21 CFR 601.2)

o] ] Njo]Oo

13. Patent information on any patent which claims the drug (21 U.S.C. 355 (b) or (c}))

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b) (2) or () (2) (A))
15. Establishment description (21 CFR Part 600, i applicable)

16. Debarment certification (FD&C Act 306 (k)(1))

17. Field copy certification (21 CFR 314.5 (k) (3))

18. User Fee Cover Sheet (Form FDA 3397)

X 119. OTHER (Specify) Response to FDA Fax (BioPharm)

CERTIFICATION
laveolomdateNWMMMMMMNMQNlmwaMNmMMWWW
muﬁom.awvuunacﬁominhmnwm.Imbmmmwmmm“pwmbynwhﬁonorumqmwmkIfthis
wgi’claﬁoniupprowd.lmbwwmmwmhmww:wmmtmb-wmedmﬁam.indudlng.anotlimmmm
following:

1. Good manufacturing practice regutations in 2¢ CFR 210 and 211, 608, and/or 820.

2. Biological establishment standards in 21 CFR Part 800.

3. Labeting reguiations in 21 CFR 201, 608, 810, 860 and/or 809.

4. Inthe case ot a prescription dnug or biological product, prescription drug advertising reguiations in 21 CFR 202.

5. Regulations on making changes in applications in 21 CFR 314.70, 314.71, 314.72, 31487, 314.99, and 801.12.

6. Regulations on reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmental impact isws.
l(w:applieaﬁonappﬁeebaaugmmmmwmemrmmWMImnotbmmnth.prodwt
until the Drug Enforcement Administration makes & final scheduling decision.
The data and information in this submission have been reviewed and, to the best of my knowledge are certified 1o be trus and accurate. -
Warning: a willfully taise statement is a criminal oifense, U.S. Code, titie 18, section 1001.

SIGHFTURE OF RESPONSIELE OFFICIAL ORAGENT] TYPED NAME AND TLE . oA
. Trudy A. Rumbaugh, MD, Director, .
m ‘ Global Regulatory Affairs ‘ 2057
ADDRESS (Street, City State, and ZIP Code) Telephone Number

2525 Dupont Drive, P.O. Box 19534, Irvine, CA 92623-9534 (714) 246-4292

Puollcnponmwmumedbeﬂono'mommlonhaﬁmhdnm-whunwmmmmnmmmdmmmm.ummmm
unmmwmnw-mmmwmmmmmmuuiamcm Send comments regarding this burden estimate or any other sapect ol this collection of

informuation, including suggestions for reducing this burden 1o:

OHHS Aeports Cleerance Officer An sgency iy not conduct or 3poneor, 8nd 8 PERON s NAR fequired 1 reapond 10, B
Paperwork Rechuction Project {(0810-0338) of information uniess R displays a cumrently valid OMB control aumber.

Hubert K. Humphrey Building, Room 531-H

200 independence Avenue, S.W.

Washington, OC 20201

Plasse DO NOT RETURN this form 10 this 3ddress.

FORM FDA 356h (4/97)



05/05/00 FRI 14:20 FAX 714 246 4272 IRVINE REG AFF idoos
. .
ALLERGAN ——
. . CEER——
L 25 Dupont Drive, P.O. Box 19534, irvine, California, USA 92623-9534 Telephone: (714) 246-4500 Website: www.allergan.com R —

May S, 2000

Jonathan Wilkin, MD

Director,

Division of Dermatologic and Dental Drug Products
HFD-540/Room N115

Center for Drug Evaluation and Research

Food and Drug Administration

9201 Corporate Blvd., Building 2

Rockville, MD 20850

REF: TAZORAC® (tazarotene topical cream) 0.05% 0. 1%
NDA 21-184

Response to FDA Fax of April 25, 2000 (BioPharm Comments)

Dear Doctor Wilkin:

Allergan is amending the above-referenced NDA with a response to the fax (dated March 13,

2000) with BioPharm comments received' by Allergan on April 25, 2000.

FDA Comment

1.) Please clarify the exposure time with Tazorac cream in the studies PK-99-044, PK-99-060

& PK-099-085.

A]lergén Response

. a. For all patients with therapeutic drug monitoring (TDM) data from Study PK-99-044

(PK-99-044 is the PK report for clinical Study 190168-016C), the time from the last
dose to the trough level blood sampling is listed in Table 1 (refer to header “last dose
to trough [a]”). Note that the study protocol did not specify requirements regarding
bathing/showering during this period of time. General bathing/showering guidelines
outlined in the protocol were related to the non-TDM portion of the study (i.e., “If
patients bathe or shower in the evening, they will be instructed to apply the study
medication after they have allowed their skin to dry™).

For all patients with TDM data from Study PK-99-044, the study medication
‘“exposure” time, defined as the difference between the time of dosing at the clinic
and the time of subsequent blood sampling is listed also in Table 1 (refer to header
“exposure time [b]”). Patients were instructed not to wash or shower until after the
blood collection was performed.
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NDA 21-184

Response to FDA Fax of April 25, 2000
May 5, 2000

Page 2 0f 3

b. For all patients with TDM data from study PK-99-060 (PK-99-060 is the PK report
for clinical Study 190168-017C), the time from the last dose to the trough level
blood sampling is listed in Table 2 (refer to header “last dose to trough {a)”"). Note
that the study protocol did not specify requirements regarding bathing/showering
during this exposure time. General bathing/showering guidelines outlined in the
protocol were related to the non-TDM portion of the study (i.e., “If patients bathe or

_shower in the evening, they will be instructed to apply the study medication after
they have allowed their skin to dry.”). .

For all patients with TDM data from Study PK-99-060, study medication
“exposure” time, defined as the difference between the time of dosing at the clinic
and the time of subsequent blood sampling is listed in Table 2 (refer to header

“exposure time [b]”). Patients were instructed not to wash or shower until after the
blood collection was performed.

.c. For study PK-099-085 (PK-99-085 is the PK report for clinical Study 190168-023C),
all patients were instructed to bathe/shower 12 hours after application of tazarotene

cream. Therefore, the exposure time for all patients participating in this study was 1
hours. '

FDA Comment

2.) Please submit information on how the cream was applied and how & when it was
removed from the patients.

Allergan Response

a. For studies PK-99-044 and PK-99-060 (PK-99-044 and PK-99-060 are the PK
reports for clinical studies 190168-016C and 190168-017C respectively), the
application procedure of study medication at the clinic was as follows:

(1) patients were given a tube of study medication that had been pre-weighed by
study personnel at the site

(2) patients were asked to apply the study medication as they normally would

(3) application of the study medication was witnessed by study personnel and the
time of application noted

/ (4) the tube of study medication was re-weighed by study personnel at the site

(5) patients were instructed not to wash or shower until after their blood sample
had been collected .

Vet
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NDA 21-184

Response to FDA Fax of Apnl 25, 2000
May 5, 2000

Page 3 of 3

(6) patients were instructed to return to the site approximately 3 to 10 hours later
on the same day for collection of their blood sample, the time of which was
noted.

(7) patients were instructed to resume their application of the study medication
the following evening. :

As stated previously, specific requirements regarding bathing/showering prior to the
“trough” blood draw was not included in the protocol. General bathing/showering
guidelines outlined in the protocol were related to apphcahon of study medication
during the non-TDM portion of the study (i.e., “If patients bathe or shower in the

evening, they will be instructed to app]y the study medjcation after they have allowed
their skin to dry. “)

b. For Study PK-099-085 (PK-99-085 is the PK report for clinical Study 190168-023C),
application of tazarotene cream was conducted by site personnel, as described under
Section 7.1.2 (Instructions for use and administration) of the Protocol 190168-023C
(original NDA 21-184, Volume 12, Pages 266-267). Patients were instructed to bathe
or shower 12 hours after tazarotene cream application. For your convenience, the
relevant pages of the NDA 21-184 are attached following this cover memo.

3.) If you could submit this information within one week via fax and then formally submit it
to Division File.

~ Per my voice mail update to Kalyani Bhatt of your Division on May 4, 2000, we have
compiled the requested data diligently in the earliest possible manner.

Should you have any further questions or require additional information, please call me at
714.246.4292 or Thomas Walton at 714.246.4470, Pacific Time.

Trudy A. Rumbaugh, MD
Director,
Global Regulatory Affairs, Retinoids

TR/sm
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Allergan Confidential ‘-
‘Tazorac (tazarotene topical cream) 0.05%, 0.1%

Allergan - Confidential

Original NDA 21-184
Section 6

7.0 MATERIALS
7.1 - Study treatment
7.1.1_ Study treatments/formulations
Tazarotene 0.1% Cream wnll be supplied in oo

Tazarotene 0.1% Cream ! s ) contains the followmg inactive ingredients:
benzyl alcoho! NF, carbomer 1342 NF, carbomer 934P NF, edetate disodium
USP, mineral oil USP, medium-chain triglycerides <, purified water USP,
sodium hydroxide NF, sorbitan monooleate NF and sodium thiosulfate USP.

7.1.2 Instructions for use and administration
Dosi lculations:

To calculate the amount of study medication to be applied for each patient, the
site personnel will be instructed to do the following calculations prior to each
dose of study medication:

——

1. Use the nomogram (ATTACHMENT 13.2) to determine the body surface

area of the patient (BSA). Use the panent's hexght and weight recorded at
the screening visit. (To convert from m? to cm® multiply by 10,000).

2. Mutltiply the percent of psonanc involvement™ by BSA to determine the
- treatment area:

Percent Psoriatic Involvement x BSA (cm®) = Treatment Area (cm?)

3. Multiply the treatment area by the dosage assigned (refer to Section 8.1.5)
to determine the treatment dose weight:

Treatment Area (cm?) x Dose (mg/cm?) = Treatment Dose Weight (mg)
(To convert from mg to g divide by 1,000).

Site personnel will be instructed to record the above information on the
patient’s dosing log case report form.

or jnvestigational sit el:
For each patient, the site personnel assigned to apply the study medication will
apply the study medication to the psoriatic lesions every evening throughout

the study. All psoriatic plaques excluding the scalp and intertriginous areas
will be treated.

During the study period, study medication will not be applied to those areas of
the skin which have healed and no longer have psoriatic lesions. Study
medication will be applied to newly devclopcd areas of psoriasis.

Allcrgan formutlation number
= The “Percent of Psoriatic Involvement” will be determined each time pnor to dosing.

01DEC98 PROTOCOL 190168-023C-00 FINAL 21

12 266



| @008
05/05/00 FRI 14:22 FAX 714 248 4272 IRVINE REG AFF

Allergan Confidential : Original NDA 21-
Tazorac (tazarotene topical cream) 0.05%. 0.1% ¢ Se%lliolﬁ

Allergan - Confidential

PN

Based on the dosing calculations, the quantity of study medication for each
patient will be weighed out in an appropriate weigh container prior to dosing.
Appropriate gloves will be worn for each application of study medication. The
quantity of study medication along with the weigh container and gloves will be
weighed before and after each application, and the amounts will be recorded on
the patient’s dosing log case report f form.

When new tubes of medication are opened the tear-off portion of the
medication label should be removed and attached to the Medication Label
Sheet. All used and unused tubes will be retrieved by the sponsor after the
completion of the study.

At Day 3 (Dose 2) and Day 9 (Dose 8), study medication will be applied after
blood samples have been collected for pharmacokinetic analyses.

The site personnel should avoid applying the study medication to normal (i.e.,
non-involved) skin. If the study medication accidentally gets on normal skin, lt
should be washed off. o

The site personnel should avoid brin“ging the study medication in contact with
the patient’s eyes, eyelids and mouth. If contact with these areas occurs, rinse
the area thoroughly with water.

The site personriel should wash their hands after applying the study medication.

The site personnel should store the study medication at room temperature and
protect it from freezing. Storage instructions will be included on each
medication label.

Patients will receive each dose in the evening at the investigational site.
Patients will be instructed to wear loose fitting, non-occlusive clothing
(preferably cotton) after application of their study medication. Patients will be
instructed to allow the application site to dry (i.e., no longer feels wet to
touch) prior to dressing.

After the application of study medication, patients will be instructed to avoid
bringing the study medication in contact with their eyes, eyelids and mouth. If
contact with these areas occurs, rinse the area thoroughly with water.

Patients will be instructed to bathe or shower in the morning 12 hours after
~ tazarotene cream application.

Patients will be allowed to use their own non-medicated emollients during the

study. If patients usually apply emollients in the evening, they will be

instructed to apply their own emollient at least one hour before application of

the study medication. During the period after apphcatxon of the study

medication and showering/bathing the next morning, patients will be instructed
( to not apply their own emollient. -
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Patients will be instructed to not apply their own emollient startmg the evening
prior to the psoriasis evaluation (Day 0 and 24 hours after the last dose of
study medication on Day 16). However, patients may apply their own
emollient after their psoriasis evaluations are completed.

“~ Patients will be allowed to use over-the-counter tar shampoos during the
study.

Patients should avoid excessive sun exposure (e.g8., sunlight. tanning booths)
and should wear protective clothing when exposed to sunlight (e.g., hat, long-
sleeved shirt, visor). -

Patients will be instructed to notify the investigator if their disease appears to
be “completely cleared”. The patient will be instructed to return for an
evaluation, and the investigator will determine whether treatment should be
continued or stopped.

Patients will be instructed to fast (i.e., only water will be allowed) for 8 hours
prior to blood and urine collections for laboratory tests (hematology, blood
chemistry and urinalysis). If repeat laboratory tests are needed that include
testing for lipids (e.g., triglycerides, cholesterol, HDL, or LDL), patients will
be instructed to fast for 12 hours prior to blood collection for repeat laboratory
tests.

7.2 Other study supplies

—— Pregnancy Test kits , will be
provided to each site by Allergan. At the completion of the study, unused urine
pregnancy test kits will be returned to Allergan. Laboratory kits (chemistry panel,
complete blood count and urinalysis) will be provided to each site by | mmmemm——

- . === will not be provided by
Allergan.

8.0 STUDY METHODS AND PROCEDURES
8.1 Subject entry procedures

8.1.1 Overview of entry procedures

Prospective patients as defined by the criteria in Sections 5.3 and 5.4
(inclusion/exclusion criteria) will be considered for entry into this study. In the
morming during the screening visit (Days -14 to -2), patients will undergo
routine blood (chemistry panel and complete blood count) and urinalysis
screening. Additionally, blood tests for Human Immunodeficiency Virus (HIV)
and Hepatitis types B and C, and urine screens for the following substances—
phencyclidine, benzodiazepines, cannabinoids, amphetamines, barbiturates,
cocaine, and opiates will be conducted. Patients will be instructed to fast (i.c.,
only water will be allowed) for 8 hours prior to blood and urine collections for
laboratory tests (hematology, blood chemistry and urinalysis). If repeat
laboratory tests are needed that include testing for lipids (e.g., triglycerides,
cholesterol HDL, or LDL), patients will be instructed to fast for 12 hours
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Please find comments from the Medial Officer:

1. Please provide the distribution of (a) OLA and (b) physician global (all lesions, each target
lesion) for all visits, with real numbers (not adjusted with LOCF) for studies 16C and 17C, at
Allergan's earliest convenience.

2. Please provide the summary table for per protocol analysis of percent psoriasis involvement for
studies 16C and 17C.

3. In the Integrated Summary of Effectiveness, there are no summary Tables. Please provide
summary Tables, including Tables of combined data from the two phase 3 studies for subset
analysis on race, sex and age for the efficacy variables.

4. In the Integrated Sumh1ary of Effectiveness, section 8.7.4, "Comparison and analysis of results
of phase 3 studies”, please provide a section on body surface area involvement.
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1. Inthe pre-NDA minutes (tﬂe meeting dated 6/14/99), the Sponsor has been advised (Clinical Item 1) the
following:

e "All safety data must be presented, including postmarketing data for marketed formulations, data from
studies on indications not sought and on formulations not marketed, and data from ongoing studies not
yet completed (domestic and foreign).”

Concerning the present request for postmarketing data, this is what has originally been conveyed to the
Sponsor as information needed for filing of the NDA [The above being part of the answer to the
Sponsor's question: "Allergan is assembling a clinical package, as outlined in this document, including
human dermal safety, clinical pharmacokinetics , '

and two Phase 3 studies which we believe fully meet the requirements for fileability, review and
approval. Does the FDA concur?"].

The Integrated Summary of Safety gave postmarketing data of tazarotene gels up to 7/15/99 only with
incidence of the most common events. The Applicant needs to ~

a) clarify whether the information is from U.S. sources or ALL sources;
b) provide incidence of death, serious adverse events or discontinuations due to adverse events; and
c) provide incidence of pregnancies and outcomes of pregnancies encountered in users.

d) summarize safety data from postmarketing studies (e.g., summary tables on the safety data from the long
list of studies in the annual reports of NDA 20-600 would be appropriate).

- The Integrated Summary of Safety should also address the safety data of the oral tazarotene dosage
forms. .

2. We previously requested the following on 11/4/99:

p-values for adverse event data contrasting:
Tazarotene 0.1% cream versus vehicle cream
Tazarotene 0.1% cream versus Tazarotene 0.05% cream
Tazarotene 0.05% cream versus vehicle cream
(ALL adverse events and treatment-related adverse events)

The Sponsor responded that they have not done so-in order to save the medical reviewer time ["if all the p-values
are reported, then this will produce volumes of paper for the medical reviewer to'sift through. -

The way it is done now i$ to save the medical reviewer time and effort."]. Thls reviewer thanks them for the
consideration, but after

discussion with the statistician at that time, would still like to have the p-values for review because of their
importance.



